Objective. Klatskin tumors are rare, malignant tumors of the biliary system with a poor prognosis for patient survival. The current understanding of these tumors is limited to a small number of case reports or case series; therefore, we examined prognostic factors of this disease. Methods. A population cohort study was conducted in patients selected from the Surveillance, Epidemiology, and End Results (SEER) database with a Klatskin tumor that was histologically diagnosed between 2004 to 2014. Propensity-matching (PSM) analysis was performed to determine the overall survival (OS) among those with a Klatskin tumor (KCC), intrahepatic cholangiocarcinoma (ICCA), or hepatocellular carcinoma (HCC). The nomogram was based on 317 eligible Klatskin tumor patients and its predictive accuracy and discriminatory ability were determined using the concordance index (C-index). Results. Kaplan-Meier analysis showed that patients with Klatskin tumors had significantly worse overall survival rates (1-year OS = 26.2%, 2-year OS = 10.7%, 3-year OS Conclusions. The Klatskin tumor group had poorer rates of OS and cancer-specific survival than the ICCA and HCC groups. Early detection and diagnosis were associated with a higher rate of OS in Klatskin tumor patients.
INTRODUCTION
Cholangiocarcinoma (CCA) is a heterogeneous, malignant tumor with an extremely poor prognosis for survival. It is the second most common primary hepatic malignancy and makes up 3% of all gastrointestinal tumors (Blechacz & Gores, 2008) . Studies conducted in North America, Europe, Asia, and Australia have shown a steady increase in the incidence of CCA over the past few decades (Patel, 2001) . The cause of this increase is unclear but may be attributed to several risk factors, including primary sclerosing cholangitis, ulcerative colitis, cirrhosis, hepatitis B, infection by certain liver flukes, and some congenital liver malformations (Razumilava & Gores, 2014) . CCA is thought to develop in a histologically similar manner to colon cancer, with a series of stages from early hyperplasia and metaplasia to dysplasia and, ultimately, to the development of cancer (Sirica, 2005) . CCA can develop in any area of the bile duct, including in the bile ducts within the liver (intrahepatic), outside of the liver (extrahepatic), and in the perihilar region (DeOliveira et al., 2007) .
In 1965, Klatskin identified 13 cases of adenocarcinoma in the hepatic duct bifurcation and named this tumor type the Klatskin tumor, or hilar cholangiocarcinoma (HCCA) (Okuda et al., 1977) . Klatskin tumors were then further divided into two types due to their poor definition in the extrahepatic and intrahepatic bile ducts, known as extrahepatic hilar cholangiocarcinoma (EHC) and intrahepatic hilar cholangiocarcinoma (IHC) (Okuda et al., 1977) , respectively; they have similar histological characteristics based on the International Classification of Disease-Oncology (ICD-O) and Ebata et al. 's 2009 report. Previous studies have primarily focused on case reports or series based on the anatomical location of this disease while cohort studies performed have only examined the annual incidence and treatment of this disease (Sharma & Yadav, 2018) . The prognostic factors of Klatskin tumors have not yet been compared with those of ICCA and HCC.
We retroactively analyzed data taken from the Surveillance, Epidemiology, and End Results (SEER) database for patients diagnosed with a Klatskin tumor or ICCA. HCC was used as a point of reference to compare the clinical features, prognostic factors, and overall survival (OS) between Klatskin tumor and ICCA patients in order to further explore the factors that influence OS.
MATERIAL AND METHODS

Patient data
Stat version 8.2.1 of SEER was used to download data from all patients with a diagnosis of liver cancer and cholangiocarcinoma from 2005 to 2015, according to the ICD-0-3/WHO 2008 guidelines. The main inclusion criteria were as follows: age 0 to 104 years, liver cancer with cholangiocarcinoma as the main malignant cancer diagnosis, pathological types of Klatskin tumors (based on ICD-O-3 8162/3), ICCA (based on ICD-O-3 8160/3), and HCC (based on ICD-O-3 8170/3). We also examined the gender, ethnicity, lymph node metastases, histological grades I to IV, definite AJCC TNM stages, and type of therapeutic strategy. We excluded patients with an unclear T stage record, and unknown survival time, diagnostic confirmation, or surgery strategy. Patients were included based on a diagnosis of liver cancer and cholangiocarcinoma before 2014 to ensure sufficient time for follow-up ( Fig. 1) . The study was in compliance with the ethics statement of Zhongshan Hospital, Fudan University.
Statistical analysis
Normalized continuous variables with a homogeneity of variance were compared using the t test; the Mann-Whitney U test was performed for all other variable calculations. Multiple groups were compared using ANOVA and Tukey's post hoc test. The chi-square test was applied to the categorical data. Patients were divided into three groups according to pathology: Klatskin tumor group, the ICCA group, and the HCC group. The demographic and clinical characteristics of the three groups were compared using the chi-square test. Continuous variables were presented as mean ± SE or median (minimum, maximum), and the categorical variables were calculated as a percentage. PSM analyses were performed based upon age, race, gender, grade, historic stage, AJCC 6th stage, tumor size, lymph node status, surgical method, alpha-fetoprotein (AFP) level, and fibrosis score at a 1:1 ratio to adjust for the differences among the Klatskin tumor, ICCA, and HCC groups. The Kaplan-Meier method was used to plot the survival curve. The unadjusted OS rate of the different histological subtypes was adjusted using the log-rank test. OS was defined from the date of diagnosis to the date of death or final follow-up. Cox proportional hazard regression models were used to evaluate prognostic factors and HR was used as the 95% confidence interval. Diagnostic age, summary stage, lymph node metastases, and the treatment of the primary tumor were included in the survival analysis. The above statistical data were analyzed using the SPSS version 22.0 software package (IBM SPSS Statistics, Chicago, IL, US) and p < 0.05 was considered statistically significant. 
RESULTS
Demographic
Survival and prognostic factors for Klatskin tumor, ICCA, and HCC patients
Kaplan-Meier analysis was used to evaluate OS and cancer-specific survival (Fig. 2 ). Klatskin tumor patients had worse survival rates than ICCA and HCC patients (median OS: 5 months vs 9 months and 14 months, p < 0.001; median cancer-specific survival: 10 months vs 13 months and 23 months, p < 0.001). The 1-, 2-and 3-year OS rates of Klatskin tumor, ICCA, and HCC patients were 26.2% versus 62.2% and 72.4%, 10.7% versus 36.4% and 48.5%, and 3.4% versus 19.1% and 36.2%, respectively. The X-tile program was used to divide all patients into two groups according to age in order to more accurately determine the prognosis. Further stratification studies showed that age at diagnosis, race, gender, tumor differentiation, SEER historic stage, tumor size, lymph node status, surgical intervention (including local tumor destruction and surgery), AFP level, and fibrosis score had a significant impact on the OS of Klatskin tumor, ICCA, and HCC patients (p < 0.05) (Fig. 3) . The results of the Kaplan-Meier analysis of OS were further analyzed using univariate and multivariate Cox regression models. According to the univariate factor analysis, older age, worse pathological grade, larger tumor size, lymph node metastases, lower AFP level, and late TNM and SEER stages were significantly related to a worse prognosis (p < 0.05) ( Table 2 ). In contrast, surgical intervention and histologic type were low risk factors (p < 0.001). Adjusting the variables did not impact the results of the multivariate analysis, except in regard to lymph node metastases (p = 0.089).
PSM analysis was performed to adjust for the unmatching cohort and a total of 317 Klatskin tumor patients were matched with 317 ICCA and 317 HCC patients (1:1:1) ( Table 3 ). In the matching cohorts, the Klatskin tumor group had worse 1-, 2-, 3-year OS rates than the ICCA and HCC groups (1-year OS: 28.4% versus 71.9% and 85.6%; (Table 4) .
Klatskin tumor patient survival and prognostic factors
317 patients were identified with Klatskin tumors from 2004 to 2014 and a Kaplan-Meier analysis was performed based on patient characteristics (Table 1) . Kaplan-Meier survival curves and log-rank analysis showed that a poorer prognosis was associated with older age (median OS: 3 months versus 7 months, p < 0.001), distant stage (median OS: localized 7 months, regional 6 months versus distant 2 months, p < 0.001), no surgery (median OS: 5 months vs 17 months, p < 0.001), and lymph node metastases (median OS: 3 months vs 7 months, p = 0.016) (Fig. 6 ). Multivariate Cox analysis of the 317 Klatskin tumor patients showed that older age (HR 1.725, 95% CI [1.324-2.249], p < 0.001), late SEER historic stage (HR 3.594, ], p = 0.018), and lymph node metastases (HR=1.468, 95% CI [1.008-2.139], p = 0.046) were independent prognostic factors for worse survival. Conversely, cancer-directed surgery was an independent protective factor that decreased the risk of (Table 5) .
Prognostic nomogram for Klatskin tumor
The prognostic nomogram was used to integrate all of the significant independent factors for OS in the Klatskin tumor group (Fig. 7) . The patients were divided into three groups according to age using the X-tile program. The optimal cut-off points were at 71 and 82 years of age. A prognostic nomogram was established to more accurately determine the survival of Klatskin tumor patients using all of the significant independent variables based on multivariate Cox analysis (Fig. 7A ). The C-index for OS prediction was 0.651 (95% CI [0.607-0.695]). The calibration plot for the probability of survival at 1, 2, and 3 years showed an optimal agreement between the prediction by nomogram and actual 
DISCUSSION
Klatskin tumors are rare but their incidence has been on the rise since their identification in 1965 (Okuda et al., 1977) . However, the clinicopathological features and outcomes of this disease remain unclear. In our study, we evaluated the clinicopathological features and prognostic factors of Klatskin tumors using data from the SEER database from 2004 to 2014. We found the prevalence of Klatskin tumors from this database to be very low when compared with intrahepatic cholangiocarcinoma (ICCA) (317 versus 7,316 cases, respectively). The mean age at diagnosis was 73, which is consistent with the report by Sharma & Yadav (2018) . White patients were predominant in this cohort (75.0%), which was expected given the overall racial distribution of the Western population. Of the 317 cases, more males were affected than females, but this difference was small (176:141). Most Klatskin tumor patients did not undergo surgery or local destruction of the tumor. Patients with regional and localized tumors in the early stages of the disease accounted for 63.1% of the Klatskin tumor cohort.
Klatskin tumors were found to have a worse prognosis than ICCA or hepatocellular carcinoma and were more clinically aggressive with a worse prognosis than HCC. The median OS for patients with CCA of the pancreas was nearly half that of patients with HCC (Bridgewater et al., 2014; Sapisochin et al., 2014) . The prognosis of Klatskin tumors was closely related to age, lymph node status, summary stage, and local treatment of the primary tumor according to multivariate regression analysis. Overall survival (OS) was influenced by summary stage, lymph node metastases, and surgery. The method described by the American Joint Committee on Cancer (AJCC) is typically used in a clinical setting to determine a prognosis, however, the SEER historic stage has consistent definitions and disease progression measures that clearly demonstrate the poor prognosis of Klatskin tumor patients (Edge & Compton, 2010) . Among the 317 Klatskin tumor patients, 103 were not categorized by AJCC stage. Thus, we adjusted the SEER historic stage based on other variables and included these data in the multivariate Cox analysis. The results showed that the SEER historic stage is likely associated with poor prognosis. Klatskin tumors have different etiologies and biological features than ICCA and HCC but the treatment is similar (Deoliveira et al., 2011; Mansour et al., 2015) . Previous studies have shown a correlation between radical surgical excision and tumor characteristics and stage (Scurtu et al., 2017; Ito et al., 2009) . Juntermanns et al. (2016) reported an improved long-term survival rate after the tumor and caudate lobe were completely resected. The results of our study were consistent with previous reports that patients who underwent surgery had much better rates of survival than those who did not. The local destruction of tumors was performed more frequently in HCC patients and was a confounding factor that impacted the difference in prognosis between the HCC and Klatskin tumor groups. This confounding factor caused a shorter OS in Klatskin tumor patients. Patients were more likely to be treated with surgery when the cancer was regional and localized and when the disease was at an early TNM stage. Molina et al. (2015) also reported high mortality rates in Klaskin tumor patients related to vascular metastases and lymph node involvement. Lymph node metastases were an independent prognostic protective factor for Klatskin tumor patients in our cohort. The median OS of Klatskin tumor patients with no lymph node metastases was relatively longer (7 months). Nomograms are thought to be more accurate than the conventional staging systems for predicting prognosis in some cancers (Touijer & Scardino, 2009; Wang et al., 2013) . We constructed a prognostic nomogram, which performed well in predicting survival in Klatskin tumor patients as indicated by the C-index (0.651) and the calibration curve.
There are several hypotheses regarding the etiology of Klatskin tumors although its origins are still unknown. The most likely causes are primary sclerosing cholangitis, ulcerative colitis, cirrhosis, hepatitis B, infection with certain liver flukes, and certain congenital liver malformations (Razumilava & Gores, 2014) ; genetic abnormalities and molecular defects in various oncogenes may also play a role (Okuda et al., 1977) . The SEER database provided the population of patients for our research. However, there were limitations to our study. Serum CA19-9 expression is not widely used as a tumor marker in the SEER database (Patel et al., 2000) so we were not able to adjust for CA19-9 expression in the multivariate Cox analysis. Alpha fetoprotein (AFP) and hepatic fibrosis score status could only be separated into a single stratified study for prognosis. Due to the smaller sample size of only 317 Klatskin tumor patients enrolled, we were not able to fully calculate the mode. Differing treatments for liver cancer and cholangiocarcinoma also affected the prognosis. Additionally, the SEER database contains no data regarding chemotherapy, interventional therapy, or targeted therapy.
In conclusion, our study compared the clinical features of Klatskin tumors, ICCA, and HCC using Kaplan-Meier analysis and multivariate Cox analysis. We confirmed that the prognosis of Klatskin tumors was worse than that for ICCA or HCC. Age, lymph node status, summary stage, and the local treatment of the primary tumor were prognostic factors. Our nomogram objectively and accurately predicted the prognosis of Klatskin tumor patients. • Bin Zhou analyzed the data, prepared figures and/or tables, and approved the final draft.
• Jinglin Xia performed the experiments, authored or reviewed drafts of the paper, and approved the final draft.
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